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DETAILED ACTION 

1. This office action is in response to Amendment filed on December 1, 2005. Claims 1, 
18-27, and 30-46 are currently pending and are under examination. 

2. The text of those sections of Title 35, U.S. Code not included in this action can be found 
in a prior Office action. 

Withdrawal of Rejections 

3. The rejection of claims 30-33, 37, and 46 under 35 U.S.C. 1 12, second paragraph, as 
being indefinite is withdrawn. 

4. The rejection of claims 1, 18-22, 24-26, 34-36, and 38-44 under 35 U.S.C. 103(a) as 
being unpatentable over Burke et al. (U.S. Patent 6,632,616 B2) in view of Ladner et al. (U.S. 
Patent 4,946,778) is withdrawn in view of the declaration by Dr. L. Thompson. 

5. The rejection of claims 1, 18-27, 34-36, and 38-46 under 35 U.S.C. 103(a) as being 
unpatentable over Burke et al. (U.S. Patent 6,632,616 B2) in view of Ladner et al. (U.S. Patent 
4,946,778) as applied to claims 1, 18-22, 24-26, 34-36, and 38-44 above, and further in view of 
Housman et al. (U.S. Patent 6,420,122 Bl) is withdrawn in view of the declaration by Dr. L. 
Thompson. 

New Objections and Rejections 

Claim Rejections - 35 USC §112 

6. The following is a quotation of the first paragraph of 35 U.S.C 112: 

The specification shall contain a written description of the invention, and of the manner and process of making 
and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the art to which it 
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pertains, or with which it is most nearly connected, to make and use the same and shall set forth the best mode 
contemplated by the inventor of carrying out his invention. 

7. Claim 30 is rejected under 35 U.S.C. 1 12, first paragraph, as failing to comply with the 

written description requirement. The claim(s) contains subject matter, which was not described 

in the specification in such a way as to reasonably convey to one skilled in the relevant art that 

the inventor(s), at the time the application was filed, had possession of the claimed invention. 

The MPEP states that the purpose of the written description requirement is to ensure that 

the inventor had possession, at the time the invention was made, of the specific subject matter 

claimed. The courts have stated: 

"To fulfill the written description requirement, a patent specification must describe an 
invention and do so in sufficient detail that one skilled in the art can clearly conclude that 
"the inventor invented the claimed invention." Lockwood v. American Airlines, Inc., 107 
F.3d 1565, 1572, 41 USPQ2d 1961, 1966 (Fed. Cir. 1997); In re Gostelli, 872 F.2d 1008, 
1012, 10 USPQ2d 1614, 1618 (Fed. Cir. 1989) ( H [T]he description must clearly allow 
persons of ordinary skill in the art to recognize that [the inventor] invented what is 
claimed."). Thus, an applicant complies with the written description requirement "by 
describing the invention, with all its claimed limitations, not that which makes it 
obvious," and by using "such descriptive means as words, structures, figures, diagrams, 
formulas, etc., that set forth the claimed invention." Lockwood, 107 F.3d at 1572, 41 
USPQ2d at 1966." Regents of the University of California v. Eli Lilly & Co., 43 USPQ2d 
1398. 

Further, for a broad generic claim, the specification must provide adequate written 

description to identify the genus of the claim. In Regents of the University of California v. Eli 

Lilly & Co. the court stated: 

"A written description of an invention involving a chemical genus, like a description of a 
chemical species, 'requires a precise definition, such as by structure, formula, [or] 
chemical name, 1 of the claimed subject matter sufficient to distinguish it from other 
materials." Fiers, 984 F.2d at 1 171, 25 USPQ2d 1601; In re Smythe, 480 F.2d 1376, 
1383, 178 USPQ 279, 284985 (CCPA 1973) ("In other cases, particularly but not 
necessarily, chemical cases, where there is unpredictability in performance of certain 
species or subcombinations other than those specifically enumerated, one skilled in the 
art may be found not to have been placed in possession of a genus ...") Regents of the 
University of California v. Eli Lilly & Co., 43 USPQ2d 1398. 
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MPEP § 2163 further states that if a biomolecule is described only by a functional 
characteristic, without any disclosed correlation between function and structure of the sequence, 
it is "not sufficient characteristic for written description purposes, even when accompanied by a 
method of obtaining the claimed sequence." MPEP § 2163 does state that for a generic claim the 
genus can be adequately described if the disclosure presents a sufficient number of representative 
species that encompass the genus. If the genus has a substantial variance, the disclosure must 
describe a sufficient variety of species to reflect the variation within that genus. See MPEP § 
2163. Although the MPEP does not define what constitute a sufficient number of representative 
species, the courts have indicated what do not constitute a representative number of species to 
adequately describe a broad generic. In Gostelli, the courts determined that the disclosure of two 
chemical compounds within a subgenus did not describe that subgenus. In re Gostelli, 872, F.2d 
at 1012, 10USPQ2dat 1618. 

The factors considered in the Written Description requirement are (1) level of skill and 
knowledge in the art, (2) partial structure, (3) physical and/or chemical properties, (4) 
functional characteristics alone or coupled with a known or disclosed correlation between 
structure and function, and the (5) method of making the claimed invention. Disclosure of any 
combination of such identifying characteristics that distinguish the claimed invention from other 
materials and would lead one of skill in the art to the conclusion that the applicant was in 
possession of the claimed species is sufficient." MPEP § 2163. 

In the instant case, the claims are drawn to a therapeutic agent comprising a first domain 
that binds a first protein, the first protein having at least seven consecutive glutamine residues, a 
second domain that binds a second protein, the second protein having at least seven consecutive 
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glutamine residues; and a third domain, wherein the third domain consists of a polypeptide 
comprising the sequence of a TATA-binding protein or a fragment thereof and, optionally, a 
sufficient number of hydrophilic amino acid residues to increase the solubility of the therapeutic 
agent, the hydrophilic amino acid residues including at least one aspartic acid residue or glutamic 
acid residue. 

(1) Level of skill and knowledge in the art: 

The level of skill in this art is high and is at least that of a doctoral scientist with several 

years of experience in the art of producing therapeutic fusion polypeptides. Marsh et al. does 
describe the unpredictability of function of fusion proteins; A 26 amino acid myc/flag epitope 
added to a cytotoxic polyglutamine polypeptide (Q108) reduced lethality, "from 100% lethality 
to near zero lethality with the elav or dppblk drivers... the toxic effect of Q 108 can be profoundly 
altered by the inclusion of additional amino acids." (see page 21, right hand column, PolyQ 
cytotoxicity is modified by protein context section). 

(2) Partial structure: / (3) Physical and/or chemical properties: 

The examples describe the suppression of protein aggregation using fusion polypeptides 

constructed with a third domain comprising alpha helical sequences from TATA-binding protein, 

identified as H1/H2 (SEQ ID NO: 6), H2/H3 (SEQ ID NO: 7), and H3/H4 (SEQ ID NO: 8). 

(4) Functional characteristics: / (5) Method of making the claimed invention: 

The specification describe the suppression of protein aggregation using fusion 

polypeptides, but provides no guidance as to selecting any sequence of a TATA-binding protein, 

including any fragment thereof 

As stated supra, the MPEP states that written description for a genus can be achieved by 

a representative number of species within a broad genus. Claim 30 is a broadly generic to all 

possible amino acid sequences of a TATA-binding protein encompassed by the claims. The 



Application/Control Number: 09/933,638 Page 6 

Art Unit: 1653 

possible variations of fragments of a TATA-binding protein are enormous. Since the MPEP 
states that if a biomolecule is described only by a functional characteristic, without any disclosed 
correlation between function and structure, it is "not sufficient characteristic for written 
description purposes, even when accompanied by a method of obtaining the claimed sequence." 
MPEP § 2163. Here, though the claims may recite some functional characteristics for helical 
fusion segments of the TATA-binding protein, the claims lack written description because there 
is no disclosure of a correlation between function and structure of all amino acid sequences of 
TATA-binding protein or a fragment thereof beyond those disclosed in the examples in the 
specification. Moreover, the specification lacks sufficient variety of species to reflect this 
variance in the genus since the specification does not provide any examples of the multitude of 
amino acid sequences encompassed by a fragment of a TATA-binding protein. 

While having written description of some H1/H2, H2/H3, and H3/H4 helical fusion 
segments of the TATA-binding protein identified in the specification examples, the specification 
is devoid of any description of all amino acid sequences of T AT A-binding protein encompassed 
by fragments thereof that qualify for the functional characteristics claimed. 

The description requirement of the patent statue requires a description of an invention, 
not an indication of a result that one might achieve if one made that invention. See In re Wilder, 
736, F.2d 1516, 1521, 222 USPQ 369, 372-73 (Fed. Cir. 1984) (affirming rejection because the 
specification does "little more than outlin[e] goals appellants hope the claimed invention 
achieves and the problems the invention will hopefully ameliorate.") Accordingly, it is deemed 
that the specification fails to provide adequate written description for the genus of the claims and 
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does not reasonably convey to one skilled in the relevant art that the tnventor(s), at the time the 
application was filed, had possession of the entire scope of the claimed invention. 

Claim Rejections - 35 USC §102 

8. The following is a quotation of the appropriate paragraphs of 35 U.S. C 102 that form the 
basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public use or on 
sale in this country, more than one year prior to the date of application for patent in the United States. 

9. Claims 1, 18, 19, 20, 34, 35, 44, and 45 are rejected under 35 U.S.C. 102(b) as being 
anticipated by Peterson, et al. (Science 248:1625-1630 1990; cited previously in office mailed 
1/28/2004). 

The Peterson et al. reference is being reconsidered. The Peterson et al. reference 
discloses the structural features of the currently claimed therapeutic agent, and therefore it is 
unclear how the therapeutic agent does not encompass the functional features currently being 
claimed. It is unclear as to what the metes and bounds of the phrase "abnormal or undesirable 
interaction" would encompass; what may be undesirable for one may be desirable for another, it 
appears as though the functional limitation is a relative state. A potential infringer would not 
understand the metes and bounds for the therapeutic agent as currently disclosed; what structural 
features of the therapeutic agent confer the functional inhibition of abnormal or undesirable 
interaction. 

Peterson et al. teach the cloning of human TATA binding factor comprising SEQ ID NO: 
1 1 (see pp. 1626, figure IB, amino acids 270-337) and SEQ ID NO: 12 (see pp. 1626, figure IB). 
TATA binding protein contains multiple protein binding domains that binds coactivator 
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transcription factors that contain multiple consecutive glutamine residues (see pp. 1625-1626, 3 rd 
and 4 th paragraphs). Once the coactivators, TFIIA and TFIEB transcription factors are bound to 
the TATA binding protein they are physically separated, and coactivator transcription factors do 
not bind to each other. The phrase, "inhibits interaction" is being interpreted with a broad 
reasonable interpretation that can encompass, describing the action of keeping the first protein 
physically away from the second protein and thus preventing a protein-protein interaction. 
Human TATA binding factor comprises a stretch of 3, or 7 consecutive polyglutamine residues 
(see figure IB). Therefore, the TATA binding protein disclosed in Peterson et al. does anticipate 
the claims as described, because it discloses the structural limitations of the currently claimed 
therapeutic agent. 

Claim Objections 

10. Claims 21-27, 31-33, 36-43 and 46 are objected to as being dependent upon a rejected 
base claim, but would be allowable if rewritten in independent form including all of the 
limitations of the base claim and any intervening claims. 

Conclusion 

11. Claims 1, 18, 19, 20, 30, 34, 35, 44, and 45 are rejected. 

12. Claims 21-27, 31-33, 36-43 and 46 are objected. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Anand U. Desai, Ph.D. whose telephone number is (571) 272- 
0947. The examiner can normally be reached on Monday - Friday 7:00 a.m. - 3:30 p.m.. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Jon P. Weber can be reached on (5 17) 272-0925. The fax phone number for the 
organization where this application or proceeding is assigned is 571-273-8300. 
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Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). 





